Appendix A: ART IPT Study Project Plan
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Appendix B: ART IPT Randomization Process

Independent Statistician
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3 copies of randomization key

available kept by: 6 Allocation Groups

Isoniazid (3 out of 6)
Placebo (3 out of 6)

1. Independent Statistician

2. Independent Pharmacist

3. Departmental Secretary
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Enrolment Logs printed
1000 numbers for NEW patients on ART
1000 numbers for patients ALREADY on ART
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Pre-ordered isoniazid and placebo
stored at Groote Schuur Hospital

Independent Pharmacist

|

Pre-package study
drug for group 1-6

!

Study Pharmacist / Assistant

}

Enrolment register with sequential
numbers (for NEW patients on ART
and those ALREADY on ART)

Study Clinician (Nurse/Doctor)

Assessment of eligibility

(confirmatory signature mandatory)

Dispense study drug sequentially
according to enrolment log
(confirmatory signature mandatory)

)

’ Enrolment register ‘

l

Prescribe study drug per weight
(5mg/kg up 300mg/day plus B6
25mg/day)

|

Reconcile pharmacy and clinic enrolment figures weekly ‘




Appendix C: Screening algorithm

One or more of:
Cough 2 two weeks
Night sweats > two weeks

Follow-up B Screen »| Loss of weight > 1.5kg in amonth ¢ Re-Screen
Fever 2 38°C 2 two weeks
Lymphadenopathy 2 2cm
- N -~ Yes .
e '~ P .
L ~o - S
. PR L& =\
At baseline During Follow;up At baseline
i I .
i ~. %
i | \'g‘?‘/s
! ~ g, it
H | R g
i N !
% | S\ Interrupt i ‘2
Lxsputum for T8 . | NHjPlacebo | E
microscopy and culture @] S
(No *DST done) 2! ~a
|
: i Ix for TB
i i
i !
\ 4 | A4
Randomize: \1/ TB work-up includes:
INH/Placebo Continue *2 x sputum for TB microscopy and culture +/ -*DST
INH/Placebo *Chest radiography
! i !
! | !
A\ v A"
**NOT TB
Study Follow-up T8 At baseline, start study drug
Refer to TB Clinic: Start anti -TB thera ’
il *During follow -up, re-start study drug
Re-Screenonce discharged

Note:

*DST= Drug sensitivity and testing for rifampicin and isoniazid resistance. Only requested on follow-up specimens of patients that are being worked up for TB; ** Only start/re-start the study drug if a
3-month ‘grace’ period has not lapsed. Otherwise, re-screen if still at baseline or permanently discontinue the study drug if the study drug was interrupted during follow-up. ***Pre-determined case
definitions for prevalent and incident are available; described in main protocol. Study drug will be permanently discontinued once a diagnosis of active TB is made.



Appendix D: Survival curves showing time to the next TB diagnosis, pre ART and post ART.
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Months since enrolment or on ART Months since enrolment or on ART
n 1333 433 162 51 1096 371 131 42
Pre-ART Failed 301 84 30 180 76 22
Survival 72 (69-74) 53 (49-57) 39 (34-44) 77 (73-80) 56 (51-60) 43 (36-49)
n 1243 493 187 45 1083 411 162 34
ART Failed 165 32 11 87 28 9
Survival 85 (82-87) 76 (72-79) 68 (61-73) 90 (87-92) 80 (76-84) 72 (65-78)

Kaplan-Meir survival curves showing time to the next TB episode in pre and on ART cohorts. There is a higher probability of being diagnosed with TB due to patients being referred or seeking care
when ill, and similarly, a higher probability of ‘unmasking’ TB with or without IRIS phenomenon soon after starting ART (panel 1). The assessment of risk reported was limited to beyond 60 days on
ART to limit confounding. Entry into the analysis was lagged by two months to remove that bias: patients entered the pre-ART analysis 2 months after first registering at the clinics, and entered the
on-ART analysis two months after starting ART (panel 2). Courtesy of Andrew Boulle.



Appendix E: Exploration of power within subqgroups

Subgroup size (Total N) 50 150 180 200 500 1000 1050 1068
Desired effect size (HR) 0.647 0.647 0.647 0.647 0.647 0.647 0.647 0.647
Actual power to detect effect

size 0.08 0.18 0.22 0.26 0.46 0.76 0.78 0.80

This table explores what the actual power would be given a certain subgroup size, a fixed hazard ratio of 0.647 (0.055/0.085) and a 5%
significance level. Methods used also considered a 1-year accrual period, 2 years of follow-up and 10% lost to follow-up proportions in the two
arms of the study. 80% power would not be maintained for subgroups of <1000 in total size. STATA 10 MP was used for estimating the power.
Methods are based on Lachin and Foulkes (Biometrics, 42, 507-519,1986).



